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DETAILED ACTION 

A request for continued examination (RCE) under 37 CFR 1.1 14, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this application 
is eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 
1.17(e) has been timely paid, the finality of the previous Office action has been withdrawn 
pursuant to 37 CFR 1.1 14. Applicant's submission filed on 12/19/05 has been entered. 
Applicant's amendment and response, originally filed on 1 1/3/05, has also been entered as 
requested. Claims 3, 8-29, 32-37, 40, 46, and 48-1 11 are canceled. Claims 1-2, 4-7, 30-31, 38-39, 
41-45, 47, and 1 12-1 13 are pending and currently under examination. An action on the merits 
follows. 

It is again noted for the record that although claims 1-2, 4-7, 30-31, 38-39, 41-45, 47, and 
112-113 still read broadly on any non-human transgenic animal, the claims have been and 
continue to be examined in view of the elected subject matter, i.e. a transgenic mouse. 

The amendment to the claims filed on 1 1/3/05 is objected to under 37 CFR 1.121(c). The 
amendment provides a listing of the current status of the claims which does not comply with the 
requirements of 37 CFR 1.121(c). Claims 42-45 are listed as "previously presented"; however, 
the claim language differs from the previous listing of these claims filed on 12/16/04. Further, 
the applicant's response indicates that these claims have been amended to delete reference to 
claim 40. Thus, these claims should have been identified as "currently amended" and contain 
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markings clearly indicating that these claims are amended, see 37 CFR 1.121(c)(2). 
Furthermore, claim 41 is listed as "currently amended", and contains markings for the addition of 
language in lines 1 1 and 13. However, the amendments were made in the previous version of the 
claim, see the amendment filed on 12/16/04. Thus, this claim should have been listed as 
"previously presented". While the amendment has been considered on the merits, please note 
that future claim amendments and claim listings must comply with all the requirements of 
37 CFR 1.121(c) in order to be considered fully responsive. 

Claim Objections. 

The objection to claims 42-47 under 37 CFR 1.75(c) as being in improper form because 
the claims depend in the alternative on canceled claim 40, is withdrawn in view of applicant's 
amendments to the claims 42-45, and 47 to remove reference to claim 40. 

The objections to claim 46 is withdrawn in view of the cancellation claim 46. 

Claim Rejections - 35 USC § 103 



The rejection of claim 1 12 under 35 U.S.C. 103(a) as being unpatentable over 5,859,312 
(1/12/99), hereafter referred to as Littman et al. in view of Mombaerts et al. (1993) Cell, Vol. 
75, 275-282, and McMurry et al. (1997) Mol. Cell. Biol, Vol. 17 (8), 4553-4561, is maintained. 
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The applicant's response does not address this rejection. As the applicant has not 
amended claim 1 12 or provided any arguments traversing the grounds of rejection over claim 
112, the rejection of record stands. 

As noted in the final office action, mailed on 6/3/05, Claim 112 was never amended to 
contain the limitation that the human T cell receptor loci are unrearranged and that the transgenic 
non-human mammal comprises human alpha and beta chains as was claim 1 . Claim 112 
continues to read broadly on a transgenic non-human mammal with inactivated endogenous TCR 
loci comprising a transgene comprising a plurality of human TCR V genes, D genes and/or J and 
C genes from any TCR loci. As such, the rejection of record stands over claim 1 12 for reasons of 
record. 

The rejection of claims 1-2, 4-7, 30-31, 38-39, 41-47, and 1 12-113 under 35 U.S.C. 
103(a) as being unpatentable over 5,859,312 (1/12/99), hereafter referred to as Littman et al. in 
view of Mombaerts et al. (1993) Cell, Vol. 75, 275-282, McMurry et al. (1997) Mol. Cell. Biol., 
Vol. 17 (8), 4553-4561, Rowen et al. (1996) Science, Vol. 272, 1755-1762, and Rack et al. 
(1997) Blood, Vol. 90(3), 1233-1240, is maintained. Applicant's arguments have been fully 
considered but have not been found persuasive in overcoming the rejection for reasons of record 
as discussed in detail below. 

The applicant first presents arguments against each of the references individually. While 
these arguments have been addressed in turn, please note that one cannot show nonobviousness 
by attacking references individually where the rejections are based on combinations of 
references. See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re Merck & Co., 
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800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). In the instant case, the rejection is based on the 
combined teachings of Littman et al. in view of Mombaerts et al., McMurry et al., Rowen et la., 
and Rack et al. 

The applicant argues first that the claims have been amended to recite that human T-cell 
receptor loci regulatory sequences control the human TCR expression and that Littman et al. 
teaches away from this limitation because Littman teaches that previous attempts by other to use 
heterologous T cell specific enhancers and promoters resulted in inappropriate expression of 
CD4, citing column 32, lines 15-22 of Littman. In response, applicant's amendment did not 
introduce the limitation regarding the species of regulatory sequences into all the pending claims. 
Only claim 1 has been amended to recite such a limitation. Thus, applicant's arguments 
regarding the use of human T cell regulatory sequences with human TCR transgenes only applies 
to claim 1 and claims depending on claim 1, i.e. 2, 4-7, and 30-31. Independent claims 38 and 41 
do not include the limitation that the regulatory sequences are human. Thus, applicant's 
arguments regarding Littman et al. do not apply to claims 38-39, 41-45, 47, and 1 12-113. 
Further, the Office disagrees with the applicant's interpretation of the teachings of Littman et al. 
In column 28, lines 46-52, Littman et al. teaches, "A transgene encoding a heterologous 
lymphocyte transduction protein comprises structural sequences encoding a heterologous 
lymphocyte transduction protein, and generally also comprises linked regulatory elements that 
drive expression of the heterologous lymphocyte transduction protein in the nonhuman host." 
Littman et al. further teaches in column 28, lines 60-62, "When a heterologous transgene relies 
on its own regulatory elements, suitable transcription elements and polyadenylation sequence(s) 
are included"; and in column 28, lines 65-66 " Usually the promoter form the naturally-occurring 
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heterologous gene is used" and column 29, lines 11-14 "Likewise, it is usually preferred that an 
enhancer is included in a heterologous transgene, typically an enhancer from the cognate 
lymphocyte transduction gene of the non-human host or, less preferably, the enhancer from the 
heterologous gene". Thus, Littman et al. does in fact teach the use of transgenes in which the 
regulatory elements, both the promoter and enhancer, are derived from the naturally occurring 
regulatory elements for that transgene. Further, the applicant is reminded that a reference may be 
relied upon for all that it would have reasonably suggested to one having ordinary skill the art, 
including nonpreferred embodiments. Merck & Co. v. Biocr aft Laboratories, 874 F.2d 804, 10 
USPQ2d 1843 (Fed. Cir.), cert, denied, 493 U.S. 975 (1989). See also Celeritas Technologies 
Ltd. v. Rockwell International Corp., 150 F.3d 1354, 1361, 47 USPQ2d 1516, 1522-23 (Fed. Cir. 
1998). 

Turning to example 2 of Littman et al., it is noted that Littman et al. does not teach that 
no expression of human CD4 was achieved by previous attempts to express human CD4 in mice 
using heterologous T cell specific promoters and enhancers. Rather, Littman et al. teaches that 
the expression achieved was not limited to CD4 cells, and was thus "inappropriate". However, it 
is noted that the claims as written do not include any limitations regarding expression patterns of 
human TCR alpha and beta chains. Further, case law states that disclosed examples and preferred 
embodiments do not constitute a teaching away from a broader disclosure or nonpreferred 
embodiments. In re Susi, 440 F.2d 442, 169 USPQ 423 (CCPA 1971). "A known or obvious 
composition does not become patentable simply because it has been described as somewhat 
inferior to some other product for the same use." In re Gurley, 27 F.3d 551, 554, 31 USPQ2d 
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1 130, 1 132 (Fed. Cir. 1994). Therefore, for the reasons set for above, applicant's arguments 
regarding the teachings of Littman et al. are not persuasive. 

The applicant further argues that since in their opinion Littman teaches that heterologous 
regulatory sequences will not work in mice, the skilled artisan would be dissuaded from using 
the nucleic acids taught by Rowen et al. and Rack et al. which include human regulatory 
sequences. As noted in the previous paragraphs, however, the applicant has misinterpreted the 
teachings of Littman. Littman, as noted above, does not teach that no expression of human CD4 
was achieved by previous attempts to express human CD4 in mice using heterologous T cell 
specific promoters and enhancers. Rather, Littman et al. teaches that the expression achieved was 
not limited to CD4 cells, and was thus "inappropriate". Again, the claims as written do not 
include any limitations regarding expression patterns of human TCR alpha and beta chains. In 
addition, please note that Littman et al. does in fact provide an example demonstrating that the 
human CD4 promoter successfully drives the CD4 specific expression of a human CD4 
transgene in transgenic mice lacking endogenous CD4 expression. Thus, it is not agreed that 
Littman does not provide sufficient guidance to make a transgenic mouse according to the claims 
as written. 

The applicant further argues that Mombaerts is not an "enabling" reference because, in 
the opinion of the applicant, Mombaerts does not provide sufficient guidance to make and use 
the disclosed mouse strains, and further that there is not evidence that the mice described in 
Mombaerts were available to the public. In response, the Office finds Mombaerts et al. to be 
sufficiently enabling for the mouse strains described and used in the experiments reported by 
Mombaerts et al. Mombaerts et al. teaches 3 different strains of mice which have inactivating 
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deletions in the TCR alpha loci, TCR beta loci, or TCR delta loci (Mombaerts et al., page 275). 
Please note that Mombaerts et al. teaches that these 3 strains were developed previously and that 
the specific details of their construction can be found earlier publications by the authors of 
Mombaerts et al. or others in the field. Mombaerts et al. further provides the citations for the 
specific references which give detailed particulars as to how each of the mice strains was 
constructed. In addition, Mombaerts provides data using these strains of mice. Thus, Mombaerts 
et al. clearly provides sufficient guidance for mice having the disclosed characteristics. Finally, it 
is not required that the office provide evidence that these mice were "available to the public". 
The teachings of Mombaerts et al. was clearly available to the public, which is all that is needed 
to make and use the mice strains disclosed in this reference. Further, in regards to the availability 
of these mice from Jackson Laboratories, as taught by Mombaerts et al., the applicant has not 
provided any evidence that refutes the teachings of Mombaerts et al. that these mice strains were 
in fact commercially available as of 1994. Thus, the arguments regarding Mombaerts et al. are 
not found persuasive. 

Regarding the teachings of McMurry, the applicant argues that the mice disclosed 
produce non-functional TCR because the V region genes had mutations, and that therefore, 
McMurry does not teach transgenic mice comprising an unrearranged TCR locus that could 
productively rearrange and produce expression of detectable amounts of transgenic TCR. In 
response, the previous office action stated that McMurry et al. further supplements Littman et al. 
by teaching transgenic mice carrying the human unrearranged TCR delta gene minilocus. 
McMurry et al. teaches that the human TCR delta gene minilocus comprises unrearranged human 
multiple V, D, J, and C gene segments (McMurry et al., page 4553-4554). McMurry et al. also 
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teaches that these mice are capable of functionally rearranging the human TCR delta gene locus. 
Further, in regards to this rearrangement, McMurry et al. demonstrates that it is dependent on the 
human enhancer present in this construct. Therefore, McMurry et al. provides evidence for 
productive V,D,J,C rearrangement of a human delta loci in mice dependent on the presence of a 
human enhancer. McMurry et al. was not relied upon for teaching functional expression of TCR 
protein. Littman et al. was cited for these teachings. Littman et al. clearly demonstrates the 
expression of a human lymphocyte transduction protein in mice. Based on the productive 
rearrangement of the human V,D, J, and C genes in the transgenic mice taught by McMurry et 
al., the skilled artisan would have had a reasonable expectation that an unrearranged human TCR 
loci present in the germline of a transgenic mouse would be capable of rearranging into an 
expressible transgene. It is further noted that the rejection of record relies on Rack and Rowen 
for vectors comprising unrearranged human TCR alpha and beta loci for use in the methods 
disclosed by Littman et al. for making transgenic mice capable of expressing human lymphocyte 
transduction genes. Thus, applicant's arguments concerning the teachings of McMurry are not 
found persuasive. 

Finally, the applicant argues that Rack et al. is not enabled because the TCR delta locus is 
present in the TCR alpha loci and because Rack doesn't teach how many J segments are in the 
isolated locus. In response, nowhere in Rack et al. do the authors state or suggest that the fact 
that the TCR alpha loci includes the TCR delta loci would somehow prevent the TCR alpha loci 
from productively rearranging. On the contrary, Rack et al. clearly teaches that rearrangement of 
the TCR alpha loci deletes the delta loci contained within it. Thus, the applicant's concerns that 
the skilled artisan would somehow be dissuaded from using the germline TCR alpha loci because 
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of the presence of the delta loci is unfounded. In addition, the markings in Figure 1 do not 
indicate that only 1 of each of the gene segments is present in the YAC, the marking are there to 
point out the transcriptional orientation of the genes. The isolated YAC, according to Rack et al., 
contains the majority, 70% of the unrearranged TCR alpha loci, including most of the V region 
genes through the delta locus and including the J alpha region and the C alpha region. Finally, 
since applicant appears to be making an argument that the YAC isolated by Rack would not 
work, i.e. would be inoperative, it is noted that the arguments of counsel cannot take the place of 
evidence in the record. In re Schulze, 346 F.2d 600, 602, 145 USPQ 716, 718 (CCPA 1965). 
Examples of attorney statements which are not evidence and which must be supported by an 
appropriate affidavit or declaration include statements regarding unexpected results, commercial 
success, solution of a long- felt need, inoperability of the prior art, invention before the date of 
the reference, and allegations that the author(s) of the prior art derived the disclosed subject 
matter from the applicant. 

The final argument set forth by applicant is that neither Rowen nor Rack provides 
motivation for the use of the human TCR loci as transgenes to generate transgenic animals. In 
response, it is again pointed out that the rejection of record is based on the combined teachings 
of Littman et al., Mombaerts et al., McMurry et al., Rowen et al. and Rack et al. The description 
and motivation for making transgenic mice with TCR alpha and beta loci comes directly from 
the teachings of Littman et al, see columns 8-9. Thus, applicant's arguments concerning Rowen 
and Rack are not found persuasive. 

Therefore, for the reasons set forth in detail above, the rejection of record stands. 
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Claim Rejections - 35 USC § 112 

The rejection of claims 1-2, 4-7, and 30-31 under 35 U.S.C. 1 12, second paragraph, for 
indefiniteness is withdrawn in view of applicant's amendments to the claims. 

No claims are allowed. 

Any inquiry concerning this communication from the examiner should be directed to 
Anne Marie S. Wehbe, Ph.D., whose telephone number is (571) 272-0737. If the examiner is not 
available, the examiner's supervisor, Dave Nguyen, can be reached at (571) 272-0731. For all 
official communications, the new technology center fax number is (571) 273-8300. Please note 
that all official communications and responses sent by fax must be directed to the technology 
center fax number. For informal, non-official communications only, the examiner's direct fax 
number is (571) 273-0737. For any inquiry of a general nature, please call (571) 272-0547. 

The applicant can also consult the USPTO's Patent Application Information Retrieval 
system (PAIR) on the internet for patent application status and history information, and for 
electronic images of applications. For questions or problems related to PAIR, please call the 
USPTO Patent Electronic Business Center (Patent EBC) toll free at 1-866-217-9197. 
Representatives are available daily from 6am to midnight (EST). When calling please have your 
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application serial number or patent number available. For all other customer support, please call 
the USPTO call center (UCC) at 1-800-786-9199. 

Dr. A.M.S. Wehbe 



ANNEM-WEHBE-mO 
PRIMARY EXAMINE* 




